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All use of STN is subject to the provisions of the STN customer 
agreement. This agreement limits use to scientific research. Use 
for software development or design, implementation of commercial 
gateways, or use of CAS and STN data in the building of commercial 
products is prohibited and may result in loss of user privileges 
and other penalties. 

************** Columbus *************** 



FILE 'HOME' ENTERED AT 15:22:12 ON 01 JUL 2009 



=> fil reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.22 0.22 



FILE 'REGISTRY' ENTERED AT 15:22:21 ON 01 JUL 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 30 JUN 2009 HIGHEST RN 1160555-05-4 
DICTIONARY FILE UPDATES: 30 JUN 2009 HIGHEST RN 1160555-05-4 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2009. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www . cas . org/ support /stngen/stndoc/pr oper ties . html 
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LI STRUCTURE UPLOADED 



=> dis 

LI HAS NO ANSWERS 
LI STR 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



Structure attributes must be viewed using STN Express query preparation. 
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=> S LI SSS FULL 

FULL SEARCH INITIATED 15:23:06 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 578 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 0 0.00.01 



578 ITERATIONS 



12 ANSWERS 
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12 SEA SSS FUL LI 



=> FIL HCAP 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
185.88 



TOTAL 
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FULL ESTIMATED COST 



FILE 'HCAPLUS' ENTERED AT 15:23:11 ON 01 JUL 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 0 09 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 1 Jul 2009 VOL 151 ISS 1 

FILE LAST UPDATED: 30 Jun 2009 (20090630/ED) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Apr 2009 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Apr 2009 

HCAplus now includes complete International Patent Classification (IPC) 
reclassification data for the second quarter of 2009. 

CAS Information Use Policies apply and are available at: 

http : / / www . cas . org/ legal/ inf opolicy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> D L2 IBIB ABS HITSTR 1-8 

YOU HAVE REQUESTED DATA FROM FILE 'REGISTRY' - CONTINUE? (Y)/N:N 
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=> D L4 IBIB ABS HITSTR 1-8 
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L4 ANSWER 1 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
GI 



HCAPLUS COPYRIGHT 2009 ACS on STN 
2007:652177 HCAPLUS 
147:277896 

Synthesis and anthelmintic activity of 
cyclohexadepsipeptides with cyclohexylmethyl side 
chains 

Jeschke, Peter; Harder, Achim; Etzel, Winfried; 

Schindler, Michael; Thielking, Gerhard 

Research Insecticides, Chemistry Insecticides, Bayer 

CropScience AG, Monheim am Rhein, D-40789, Germany 

Bioorganic & Medicinal Chemistry Letters (2007), 

17(13), 3690-3695 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier Ltd. 

Journal 

English 

CASREACT 147:277896 




AB Cyclohexadepsipeptides (CHDPs) with cyclohexylmethyl side chains represent 
enniatins with in vivo activity against the parasitic nematode Haemonchus 
contortus Rudolphi in sheep. It was found that the replacement of 
benzylic by cyclohexylmethyl side chains on the enniatin skeleton could 
increase anthelmintic efficacy. Here, a simple total synthesis of the 
precursors for this type of CHDPs and an efficient chemical transformation 
the benzylic into the corresponding cyclohexylmethyl side chains is 
described. Among them, compound I displayed the best anthelmintic activity 

IT 157800-21-0P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 
or reagent) 

(preparation of cyclohexadepsipeptides using peptide coupling and 
macrocyclization as key steps, and their anthelmintic activity) 
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RN 157800-21-0 HCAPLUS 

CN Cyclo [ (aR) -a-hydroxybenzenepropanoyl-N-methyl-L-leucyl- (2R) -2- 

hydroxypropanoyl-N-methyl-L-leucyl- ( 2R) -2-hydroxypropanoyl-N-methyl-L- 
leucyl] (CA INDEX NAME ) 

Absolute stereochemistry. 



PAGE 1-A 



i-Bu 



Me 




PAGE 1-B 



Me 



7 Bu-i 



IT 



RN 
CN 



171554-29-3P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 

(Biological study) ; PREP (Preparation) 

(preparation of cyclohexadepsipeptides using peptide coupling and 
macrocyclization as key steps, and their anthelmintic activity) 

171554-29-3 HCAPLUS 

Cyclo [ (aR) -a-hydroxycyclohexanepropanoyl-N-methyl-L-leucyl- 

( 2R) -2-hydroxypropanoyl-N-methyl-L-leucyl- ( 2R) -2-hydroxypropanoyl-N-methyl- 
L-leucyl] (CA INDEX NAME) 
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0 i-Bu CH2 




i-Bu 



IT 946073-35-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of cyclohexadepsipeptides using peptide coupling and 
macrocyclization as key steps, and their anthelmintic activity) 
RN 946073-35-4 HCAPLUS 

CN Cyclo [N-methyl-L-alanyl- (2R) -2-hydroxypropanoyl-N-methyl-L-alanyl- (2R) -2- 
hydroxypropanoyl-N-methyl-L-isoleucyl- (aR) -a- 
hydroxybenzenepropanoyl ] (CA INDEX NAME) 

Absolute stereochemistry. 




IT 946073-37-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of cyclohexadepsipeptides using peptide coupling and 
macrocyclization as key steps, and their anthelmintic activity) 
RN 946073-37-6 HCAPLUS 

CN Cyclo [N-methyl-L-alanyl- ( 2R) -2-hydroxypropanoyl-N-methyl-L-alanyl- ( 2R) -2- 
hydroxypropanoyl-N-methyl-L-isoleucyl- (aR) -a- 
hydroxycyclohexanepropanoyl ] (CA INDEX NAME) 

Absolute stereochemistry. 
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REFERENCE COUNT: 



45 THERE ARE 45 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 2 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
GI 



HCAPLUS COPYRIGHT 2009 ACS on STN 
2006:693875 HCAPLUS 
145:315256 

Synthesis and anthelmintic activity of substituted 
(R) -phenyllactic acid containing 
cyclohexadepsipeptides 

Jeschke, Peter; Benet-Buchholz, Jordi; Harder, Achim; 
Etzel, Winfried; Schindler, Michael; Gau, Wolfgang; 
Weiss, Hans-Christoph 

Research & Development, Chemistry Insecticides, Bayer 

CropScience AG, Monheim am Rhein, D-40789, Germany 

Bioorganic & Medicinal Chemistry Letters (2006), 

16(16), 4410-4415 

CODEN: BMCLE8; ISSN: 0960-894X 

Elsevier B.V. 

Journal 

English 

CASREACT 145:315256 



Me O 
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AB Substituted (R) -phenyllactic acid-containing cyclohexadepsipeptides (CHDPs) 
represent novel enniatin derivs. with strong in vivo activities against 
the parasitic nematode Haemonchus contortus Rudolphi in sheep. Here, the 
authors report the prepns. and biol. activity of cyclodepsipeptides I (R = 
CH2Ph, CH2C6H4N02-2, CH2C6H4N02-3 , CH2C6H4N02-4, CH2C6H4NH2-2 , 
CH2C6H4NH2-3, CH2C6H4NH2-4, 4-morpholinobenzyl ) . 2D NMR spectroscopic 
anal, revealed one major conformer with an unsym. folded conformation 
lacking a cis-amide bond for I (R = CH2C6H4NH2-2 ) . A correlation between 
the substitution pattern in I and its anthelmintic activity was found. 

IT 857657-71-7P 

RL: PAC (Pharmacological activity); PRP (Properties); RCT (Reactant); SPN 
(Synthetic preparation); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) 

(crystal structure; preparation and anthelmintic activity of substituted 
(R) -phenyllactic acid-containing cyclohexadepsipeptides) 
RN 857657-71-7 HCAPLUS 

CN Cyclo [N-methyl-L-alanyl- ( 2R) -2-hydroxypropanoyl-N-methyl-L-isoleucyl- 
(aR) -a-hydroxy-4-nitrobenzenepropanoyl-N-methyl-L-isoleucyl- 
(2R) -2-hydroxypropanoyl] (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 

/N0 2 
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Me 
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Me 



IT 857657-72-8P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(folded conformation; preparation and anthelmintic activity of substituted 
(R) -phenyllactic acid-containing cyclohexadepsipeptides ) 
RN 857657-72-8 HCAPLUS 

CN 1,7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2, 5,8,11,14, 17-hexone, 

6- [ (2-aminophenyl)methyl] -4, 10, 12, 15, 16, 18-hexamethyl-3 , 9-bis [ (IS) -1- 
methylpropyl] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 




H 

Me 




0 Me Me 0 
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PAGE 1-B 



Me 



.Et 



Me 

IT 857657-66-0P 857657-68-2P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 
or reagent) 

(preparation and anthelmintic activity of substituted (R) -phenyllactic 
acid-containing eye lohexadepsipept ides ) 
RN 857657-66-0 HCAPLUS 

CN 1,7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2, 5,8,11,14, 17-hexone, 

6- [ (4-aminophenyl) methyl] -4, 10, 12, 15, 16, 18-hexamethyl-3 , 9-bis [ (IS) -1- 
methylpropyl] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



Me 
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PAGE 1-B 



Me 



Et 



Me 

RN 857657-68-2 HCAPLUS 

CN Cyclo [N-methyl-L-alanyl- (2R) -2-hydroxypropanoyl-N-methyl-L-isoleucyl- 
(aR) -a-hydroxybenzenepropanoyl-N-methyl-L-isoleucyl- (2R) -2- 
hydroxypropanoyl] (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




IT 



RN 
CN 



857657-73-9P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(preparation and anthelmintic activity of substituted (R) -phenyllact 

acid-containing eye lohexadepsipept ides ) 
857657-73-9 HCAPLUS 

1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2 , 5,8,11,14, 17-hexone, 

6- [ (3-aminophenyl) methyl] -4, 10, 12, 15, 16, 18-hexamethyl-3 , 9-bis [ (1S)-1- 

methylpropyl] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 
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PAGE 1-A 




Me 



IT 909026-06-8P 909026-07-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and anthelmintic activity of substituted (R) -phenyllactic 
acid-containing cyclohexadepsipeptides ) 
RN 909026-06-8 HCAPLUS 

CN 1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2, 5,8,11,14, 17-hexone, 
3,4,6,10,16, 18-hexamethyl-9, 15-bis [ ( IS ) -1-methylpropyl ] -12- [ (2- 
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nitrophenyl ) methyl ] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME ) 
Absolute stereochemistry. 



PAGE 1-A 



Me 




PAGE 1-B 



Me 



Et 



Me 



RN 909026-07-9 HCAPLUS 

CN 1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2 , 5,8,11,14, 17-hexone, 
3,4,6,10,16, 18-hexamethyl-9, 15-bis [ ( IS ) -1-methylpropyl ] -12- [ (3- 
nitrophenyl ) methyl ] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 



Me. 




PAGE 1-B 



Me 



Et 



Me 



REFERENCE COUNT: 



37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 3 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2009 ACS on STN 
2005:612108 HCAPLUS 
143 : 115799 

Synthesis of 18-membered nitrobenzyl-substituted and 
aminobenzyl-substituted cyclohexadepsipeptides for 
control of endoparasites in humans and animals 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



WO 2005063277 

W: AE, AG, AL, 
CN, CO, CR, 
GE, GH, GM, 
LK f LR, LS, 
NO, NZ, OM, 
TJ, TM, TN, 
RW: BW, GH, GM, 
AZ, BY, KG, 
EE, ES, FI, 
RO, SE, SI, 
MR, NE, SN, 
DE 10359798 
AU 2004308593 
CA 2550344 
EP 1715883 
EP 1715883 

R: AT, BE, CH, 
IE, SI, LT, 
BR 2004017828 
JP 2007514671 
AT 429239 
MX 2006006662 
ZA 2006004945 
US 20080026990 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 
GI 



Jeschke, Peter; Harder, Achim 

Bayer Healthcare A.-G., Germany 

PCT Int. Appl., 65 pp. 

CODEN: PIXXD2 

Patent 

German 

1 
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AB The invention relates to cyclic depsipeptides , especially 18-membered 
cyclohexadepsipeptides of general formula (I) and the salts thereof, 
wherein R represents nitrobenzyl or RlR2N-benzyl - wherein Rl and R2 
independently represent hydrogen, optionally substituted Cl-C4-alkyl, 
formyl, Cl-C4-alkoxy-Cl-C4-alkyl , Cl-C4-alkoxycarbonyl , or 
hydroxy-Cl-C2-alkyl-sulf onyl-Cl-C2-alkyl, or, together with the nitrogen 
atom to which they are bound, Rl and R2 form an optionally substituted 
monocyclic or polycyclic, optionally bridged and/or spirocyclic, saturated or 
unsatd. heterocycle containing between one and three other heteroatoms from 
the group of nitrogen, oxygen and sulfur, or Rl and R2 together form 
C3-C5-alkylene monocarbonyl or an optionally substituted diacyl radical of 
a C4-C6-dicarboxylic acid - and R3, R4 and R5 independently represent 
Cl-C4-alkyl. The invention also relates to the optical isomers and 
racemates of said cyclic depsipeptides, to a method for the production 
thereof, and to the use of the same for controlling endoparasites . Thus, 
cyclization of N-methyl-L-alanyl-D-lactyl-N-methyl-L-isoleucyl-D- 
phenyllactyl — N-methyl-L-isoleucyl-D-lactic acid gave the cyclic precursor 
of the title compds . , which could then be nitrated in the Ph ring (mixture 
of 2, 3, and 4-positions ) , the nitrates could then be reduced to the 
amines, which could be separated chromatog. to give, e.g., (II) . The amine 
compound could be further reacted, to give, e.g., the 4-morpholino 
substituted or the 4- ( 2-hydroxyethylsulf onyl-ethyl ) amino-substituted 
phenyllactyl moiety. In in vivo tests with Haemonchus contortus, II had 
ED of 0.05 mg/kg (oral or i.v. administration) in sheep. In in vivo tests 
in sheep using Trichostrongylus colubrif ormis, II had an ED (oral or i.v.) 
of 0.25 mg/kg . 

IT 857657-72-8P 857657-73-9P 

RL : BSU (Biological study, unclassified); PUR (Purification or recovery); 
THU (Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of 18-membered nitrobenzyl-substituted and 
aminobenzyl-substituted cyclohexadepsipeptides for control of 
endoparasites in humans and animals) 
RN 857657-72-8 HCAPLUS 

CN 1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2, 5,8,11,14, 17-hexone, 

6- [ (2-aminophenyl) methyl] -4, 10, 12, 15, 16, 18-hexamethyl-3 , 9-bis [ (IS) -IL- 
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methylpropyl] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME ) 
Absolute stereochemistry. 



PAGE 1-A 



Me 




PAGE 1-B 



Me 



Et 



Me 



RN 857657-73-9 HCAPLUS 

CN 1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2, 5,8,11,14, 17-hexone, 
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methylpropyl] -, (3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



T.S. Heard Ph.D. 



Page 17 



10/582, 555 



PAGE 1-A 




0 Me Me 0 



PAGE 1-B 




Me 



IT 857657-70-6P 857657-71-7P 

RL : BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 18-membered nitrobenzyl-substituted and 
aminobenzyl-substituted cyclohexadepsipeptides for control of 
endoparasites in humans and animals) 
RN 857657-70-6 HCAPLUS 

CN 1, 7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2 , 5,8,11,14, 17-hexone, 



T.S. Heard Ph.D. Page 18 



10/582, 555 



6- [ [ 4- [ [ 2- [ ( 2 -hydroxy ethyl ) sulf onyl ] ethyl ] amino ] phenyl ] methyl ] - 
4,10,12,15,16, 18-hexamethyl-3, 9-bis [ (IS) -1-methylpropyl] -, 
(3S, 6R, 9S, 12R, 15S, 18R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 
H 



Me^ 




PAGE 1-B 




Me 

RN 857657-71-7 HCAPLUS 

CN Cyclo [N-methyl-L-alanyl- ( 2R) -2-hydroxypropanoyl-N-methyl-L-isoleucyl- 



T.S. Heard Ph.D. 



Page 19 



10/582, 555 



(aR) -a-hydroxy-4-nitrobenzenepropanoyl-N-methyl-L-isoleucyl- 
(2R) -2-hydroxypropanoyl] (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




PAGE 1-B 



Me 



Et 



Me 



IT 857657-66-0P 

RL: PUR (Purification or recovery); RCT (Reactant); SPN (Synthet 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(preparation of 18-membered nitrobenzyl-substituted and 
aminobenzyl-substituted cyclohexadepsipeptides for control of 



T.S. Heard Ph.D. 



Page 2 0 



10/582, 555 



endoparasites in humans and animals) 
RN 857657-66-0 HCAPLUS 

CN 1,7, 13-Trioxa-4, 10, 16-triazacyclooctadecane-2 , 5,8,11,14, 17-hexone, 

6- [ (4-aminophenyl) methyl] -4, 10, 12, 15, 16, 18-hexamethyl-3 , 9-bis [ (1S)-1- 
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(preparation of 1 8-membered nitrobenzyl-substituted and 
aminobenzyl-substituted cyclohexadepsipeptides for control of 
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hydroxypropanoyl] (9CI) (CA INDEX NAME) 
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AB Enzymes synthesizing cyclic depsipeptides (in particular a substance 

PF1022), and genes, are disclosed. Moreover, a mass production system of a 
cyclic depsipeptide, a process for recombinant expression of a cyclic 
depsipeptide synthase, are provided. PF1022A belongs to a recently 
identified class of N-methylated cyclooctadepsipeptides (CODPs) with 
strong anthelmintic properties. Described here is the cell-free synthesis 
of this CODP and related structures, as well as the purification and enzymic 
characterization of the responsible synthetase. Four PF1022A synthesis 
exts. of Mycelia sterilia were incubated with the precursors L-leucine, 
D-lactate, D-phenyllactate, and S-adenosyl-L-methionine in the presence of 
ATP and MgC12. A 350-kDa depsipeptide synthetase, PFSYN, responsible for 
PF1022A synthesis was purified to electrophoretic homogeneity. Like other 
peptide synthetases, PFSYN follows a thiotemplate mechanism in which the 
substrates are activated as thioesters via adenylation. N-Methylation of 
the substrate L-leucine takes place after covalent binding prior to 
peptide bond formation. The enzyme is capable of synthesizing all known 
natural cyclooctadepsipeptides of the PF1022 type (A, B, C, and D) 
differing in the content of D-lactate and D-phenyllactate. In addition to 
PF1022 types A, B, C, and D, the in vitro incubations produced PF1022F (a 
CODP consisting of D-lactate and N-methyl-L-leucine ) , as well as di-, 
tetra-, and hexa-PF1022 homologs. PFSYN strongly resembles the well 
documented enniatin synthetase in size and mechanism. The results suggest 
that PFSYN, like enniatin synthetase, is an enzyme with two peptide 
synthetase domains and forms CODP by repeated condensation of dipeptidol 
building blocks. Due to the low specificity of the D-hydroxy acid binding 
site, D-lactate or D-phenyllactate can be incorporated into the 
dipeptidols depending on the concentration of these substrates in the reaction 
mixture 
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AB PF1022A belongs to a recently identified class of N-methylated 

cyclooctadepsipeptides (CODPs) with strong anthelmintic properties. 
Described here is the cell-free synthesis of this CODP and related 
structures, as well as the purification and enzymic characterization of the 
responsible synthetase. For PF1022A synthesis exts. of Mycelia sterilia 
were incubated with the precursors L-leucine, D-lactate, D-phenyllactate, 
and S-adenosyl-L-methionine in the presence of ATP and MgC12. A 350-kDa 
depsipeptide synthetase, PFSYN, responsible for PF1022A synthesis was 
purified to electrophoretic homogeneity. Like other peptide synthetases, 
PFSYN follows a thiotemplate mechanism in which the substrates are 
activated as thioesters via adenylation. N-Methylation of the substrate 
L-leucine takes place after covalent binding prior to peptide bond 
formation. The enzyme is capable of synthesizing all known natural 
cyclooctadepsipeptides of the PF1022 type (A, B, C, and D) differing in 
the content of D-lactate and D-phenyllactate. In addition to PF1022 types A, 
B, C, and D, the in vitro incubations produced PF1022F (a CODP consisting 
of D-lactate and N-methyl-L-leucine) , as well as di-, tetra-, and 
hexa-PF1022 homologs. PFSYN strongly resembles the well documented 
enniatin synthetase in size and mechanism. Our results suggest that 
PFSYN, like enniatin synthetase, is an enzyme with two peptide synthetase 
domains and forms CODP by repeated condensation of dipeptidol building 
blocks. Due to the low specificity of the D-hydroxy acid binding site, 
D-lactate or D-phenyllactate can be incorporated into the dipeptidols 
depending on the concentration of these substrates in the reaction mixture 
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AB Praziquantel and epsiprantel enhance the endoparasiticidal action of 
cyclic depsipeptides . Thus, a 1:1 combination of praziquantel and 
cyclo (N-methyl-L-leucyl-D-lactoyl-N-methyl-L-leucyl-D-|3-phenyllactoyl- 
N-methyl-L-leucyl-D-lactoyl-N-methyl-L-leucyl-D-p-phenyllactoyl ) (PF 
1022) was 100% effective against exptl. infestation with Ancylostoma 
caninum in dogs. Syntheses of cyclic depsipeptides with 18 and 24 ring 
atoms and their linear precursors is described. 
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AB Title compds . [I; Rl, R3, R5 = alkyl, hydroxyalkyl , alkoxyalkyl , 
mercaptoalkyl , alkylsulf inylalkyl, aminoalkyl, carbamoylalkyl , 
guanidinoalkyl, alkenyl, cycloalkyl, (substituted) arylalkyl, etc.; R2, 
R4, R6 = alkyl, hydroxyalkyl, alkanoyloxyalkyl, alkoxyalkyl, aryloxyalkyl , 
alkylthioalkyl , carbamoylalkyl, aminoalkylsulf onyl , 
alkoxycarbonylaminoalkyl , alkenyl, cycloalkyl, (substituted) aryl, 
arylalkyl, etc.], were prepared Thus, Z-Melle-D-Lac-OH (Melle = 
N-methylisoleucyl , Lac = lactyl) was coupled with H- (Melle-D-Lac) 20Bu-t in 
CH2C12 using (Me2CH) 2NEt/BOP-Cl to give 77.4% Z- (Melle-D-Lac) 30Bu-t, which 
was O-deprotected with HC1 in CH2C12 (82.9%) followed by coupling with 
pentaf luorophenol using DCC in EtOAc to give 54% Z- (Melle-D-Lac) 30Pfp. 
This in dioxane was added over 6 h to a mixture of Pd/C, 
4-pyrrolidinopyridine, and EtOH in dioxane at 95° under H to give 
36.8% title compound II. II was effective against Haemonchus contortus in 
sheep at 5 mg/kg. 

IT 157800-21-0P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of, as endoparasiticide) 

RN 157800-21-0 HCAPLUS 

CN Cyclo [ (aR) -a-hydroxybenzenepropanoyl-N-methyl-L-leucyl- (2R) -2- 

hydroxypropanoyl-N-methyl-L-leucyl- ( 2R) -2-hydroxypropanoyl-N-methyl-L- 
leucyl] (CA INDEX NAME) 

Absolute stereochemistry. 
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